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Srl&^7/y>H'J>i (GTP) 



$)©7,7 U — ->^£i£tcM-r&o 



7 m £ M i; T © « * Hi SP L T V ^ 5 o Z tl £ © 1/ -fe 7°* - * > ^ 7 ft © £ < & 
&'&LZ\^Z'y7;i/>E.V>m&G*>rtZ'&(&T* r G 7>^7fij ^B&faT 
S a ) ©i££fc £J1 i; T v 7*^;bfc3i ^t^oTI^. 3 ® 

^ © 1/ -te 7*£ - 7 > ^ 7 StliG* 7 K#f8:S U -fe 7'? -7 > 7 Wl t®M£ tl 

G7 >^ 7 J5±tf£^ 1/ -b 7° 7 - 7 > ^ 7 ^{±^©lSB 8&«^©£«$]irdJM 

to, G7 > ^ 7 ft u -fc 7°7 - 7 > ^ 7 imS^M®*^ i: t T « ic & 

-fe^;m 'J > • U-fe 7°7— Mk M2, M3, M4 (Peralta, E. G. et al., EMBO J. 6, 
3923-3929 (1987)) , D >&T-t?-)l^ U > ■ b-fe7°7-M5 (Bonner, T. 
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I. et al., Neuron 1, 403-410 (1988)) , T^Vv> • U-tr*— Al (Libert, 
F. et al., Science 244, 569-572 (1989)) , alAT K U J (Bruno, 
J. F. et al., Biochem. Biophys. Res. Commun. 179, 1485-1490 (1991)) , /3 
IT Kb J t7^- (Frielle, T. et al., Proc. Natl. Acad. Sci. USA 84, 79 
20-7924 (1987)) , T>v*5P>v> • b-t7^-AT, (Takayanagi, R. , et a 
1., Biochem. Biophys. Res. Commun. 183, 910-916 (1992)) N x>K-fe<j> • 
H:7*£ — ETa (Adachi, H. et al., Biochem. Biophys. Res. Commun. 180, 12 
65-1272 (1991 )) , zii- K h n t>ft|tiHf l/t7^- (Kaker, S. S. et al., 
Biochem. Biophys. Res. Commun. 189, 289-295 (1992)) , fc;*** > ■ u-fe 
7**— H; (Ruat, M. et al., Proc. Natl. Acad. Sci. USA 87, 1658-1672 (199 
2)) , Mm"? KYU-feT^-Yl (Larhammar, D. et al., J. Biol. Chem. 26 
7, 10935-10938(1992)) % >*-D-f *>8 • U-fe 7^-IL8R A (Holmes, W. E. 
et al., Science 2563, 1278-1280 (1991)) , K-/^ > • b-fc7°?-D. (Mah 
an, L. C. et al., Proc. Natl. Acad. Sci. USA 87, 2196-2200 (1990)) N ftftl 
mini* I >i£U-fe7*£— mGluRl (Masu M. et al., Nature 349, 760-765 (199 
D) , '^U^f> - l/-fe7**— SSi (Yamada Y. et al., Proc. Natl. Acad. 
Sci. USA 89, 251-255) &£##££*lT^5 (#^£i$ : Watson, S. and Ar 
kinstall, S., The G-Protein Linked Receptor FactsBook, Academic Press (1 
994)) c Sfc, G*>rt9n#®W\s-t79-9>rt?n*&$}tL tzmM&t 

h) , 7t;d^ (T-mmm. — - 7>#j-z y) n 

m^-3i/> (ffiimmmfe&M, t** * > • 1^7-^-112 • T>*=f-7s 

h) s i£fi£ F^ V K> (fixdo^K -fen h-> • U-fe 7'^-5-HTlB • 7>$3- 

* h) , igH7ri/;;i/7-f > (tftiftk >r tr>r-f f • i/tr^-ic • t=j-7n 

h) fc^a^SBStiTl^S (#%» : Stadel. J. M. et al., Trends Pharm. 
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Sci. 18, 430-437 (1997) ; E|gq a pg!fg 5 JR, HUBfM) 0 

□i5CDiti±j^ $-f§§i5 S feS h SSTSBtwii S * ©ftgft U-fe 7** - CD g| 

^ £ w c 1 5 c t t± , rtflifcgsft ir (3® hi- § £ii ©f&ifc& 

%W©lg^ 

r * - * > ^ 7 k % m m l u # > k * «t vmm&cDi&mt'&WHD x 

nj3# *> a , ±tmm * s fc «> t\ ©g 3? > ^ 7 ic ttss v -t 

* 'J * 7 — fe*jgt&E& (RT-PCR) ^tiofeo ft^Ts Cfrldcfc Digits 2 *lfe^< 
© 7 D - > co 41 jfp e> fig ft ^ (; 7 d - > § MR L , -€ © g|$# fltj ft Jg£BE5»J ©i&£ £ 
fi^fco LTv ffiggafllO&^fcfr ofc7 p-y©^^ £:£[]© 7 d->£$ 

* f S ft t x ^fcWStfcjfsK ct t> &#I©G7 > / ^ V -fe 7°^ - * > 7 

Kti>^Jffir£ft£7o-->©cDNA£7°D-7*i; LTs DDr-Mru 
7*-f ■b*-v3>^fr ftt\ lvrn©7 , D-7'iz^^^ 7*>J Xtft^Pit47D 
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L/s h^Sr>'^T^4*OcDNA^^ ^7 'J -©7.7 U -->7*£fT? 3 
tC«tD, ^ hG*>^*Hft&SU-fe7**--* W1£!1£=i- KTo^flcDN 
A^flitSitMlfeo tfe. £fPJ3#^!^ mt>titz?y hcWhlzftfot 

^M\y^r^-i^^(D^^±Mi.m^mmt^ih^ J 9')iiy K©7 7 y-- 

{Sot, ^sswau miz%mr&mmt£wy ^zmm%m(D\s 

( 1 ) mm^ ■. i tracDr * ymm^tzimr ^;mmmz&^T i & 
uiffl®7;7pa K t k&L<&ttnnLtzTummz%-tz>. y 

(2) mm^ : 2 o(ibb«5©t^ yKiBjyt fci±^y ^ smimt&^x 1 

( 3 ) IE»^ : 2 £fB«©iS*E^?>&£DNAti/W 7*'J XtZMhifi 

(4) 1E?|J#^ : 2 1 (3lBf!5©iSSiB^Jyt)^^?.DNA(c;>^7-''J^^X1-«.DNA 
Hz?"*-* w^K* 

BN?0OCID: <WO__._993397BA1_t_> 
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(5) (1) 7>£> (4) (DUtM^tmcDly^y^-^y^^^M^ 7 ' 

■ 

(6) (1) fr£ (4) ©Uf'ti^(3l2«!i©b-t^^-^> ; ^^^fcii 
(5) (ZSBm©^^^ K1"3DNA, 

( 7 ) K^JS^ : 2 2 1 tzIfl*fc0^aiE9 | J§^1"S ( 6 ) tc|B«©DNA. 

(8) (5) 7iS (7) ©^m*»{3i3*CD.DNA4^-rsc:i:*^eS[i:-rS^ 

(9) (8) 

(10) (9) H3«O^Sfe«ii**^*1-SXg*^tr, (1)*»£(4)© 
i^;lxfr£iBiB©l/*7*-*W^H$fcli (5) tzg2«B©8B#^7?-F©®£ 

(11) ( 1 ) (4) 0l>rii^twl3fg©H:7 , ^-^>^^M*fctt 

T-^Kcfe-^-rsfb^ti^s^-rsxg^tr. d) ^e. (4) o^tn*i: 

(12) ( 1 ) (4) o^ttifrtz&mn^-b?* 

(a) m$Lit£V>)<D&&y~t' (1) (4) ©^f'tl^^M©H2 7"^-^ 
>/^fii;fc& (5) CHB«OSP^^Kt'J**>K^ftt^-&x 

(b) ig (a) f&aj£*ifc*££?Stt£* *6&fc£^##£TT-©&&r5t4i: 

(13) (1)7><=> (4) m^?tifrlZtm(DU'k-7$-t>^?n£tz& 

(5) iz s s &m<Dffifr^7?-\ : zttTzz£*®mt-rz. d) (4) © 

9NSDOC1D' <WO._„ 95339.-eA1 l_> 
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(14) (1)7>£> (4) ©^rftfrfzMCbizT*-^ W^1f«££-r 

H:r^-^>;^fO'J#> F^«©£JI«ti££T31b£«l§U Hf& 
©fb^*ctt>"Ax^i3^^nfcfb^©^^A 5 a^tL^o 2MgHJJfc:;fc 
l^T rT>93-7.hj tits G9>rt#W&i9Lm<D\s-k7#-#>;i>7&<DVl} 
> K©M?St4^ffl^JfSt^^^1-?)fb^t)$:^L, ^**©fb&«cfc7JAx 

izX <0^£titz^ y r&*©G*>;t£M&&§!Jl/-fe7** — *>/**M r BG2j 
©cDNA©i&SIE?iJ£iE?'J#^ : 2 rfiG2j £ >^^R©7' S V g£IE?'J£IE?'J# 

•t7$-$>yn>7'M. r BG2j £>cDNA©J&S§E?iJ£IE?'J#^ : 2 lie, TBG2j ^> 

7>n r BG2j $yn>?m±, y nt'git'&mv^-r $ > ^zw 

T&3^>ii]*A^±/ V >tir-b^-;b^ 'J > U-tzr^-M3^ >/^n (Lee, P. 
H. et al., Biochim. Biophys. Acta 1223, 151-154 (1994)) . t 
U >t4T-tf-;i/U «J >l/-t7*-M5* W^g (Bonner, T. I. et al., Neuron 
1, 403-410 (1988)) N Wzm&aZkT K U / -fe 7* — (Link, R. et al., M 
ol. Pharmacol. 42, 16-27 (1992)) b*ti?ti2,b 'L 25 L 29 %(£>*^Di/ — % 
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MtZ>c £tzs tiL*&7Dy hmft(D&%. r BG2j ^W^Hii, G9> 

/*2n&'&m\'-t7'*-*>rtt'gcftWLttoi£M&&. v.* 4 > (7-Dcommmm 

j^) ^fffat^to ^?>l:, r BG2j cDNAOn - Zi> . 

5t hS3fea-2C-ir Fbytr^- (Regan, J. W. etal., Proc. Natl. Acad. S 
ci.U.S.A.85, 6301-6305(1988)) , Y^Xfi*/3-l7 Fl/yt^- (Jasper J. 
R. et al., Biochem. Biophys. Acta 1178, 307-309(1993)) , t hS*AX* 
'J >tiT-t^;U=J 'J >Hz7'*-M3 (Peralta, E. G. et al., EMBO J. 6, 3923 
-3929(1987)) t^MtiM °L 28 "L 27XO*fDy-?:^t5» 

3tie>©*HJi^ti£> r BG2j zyntm.-hK g* >;^lftSSi/t r^-^ 

>y^l7T^J-CIt5Ci:$^LTV^o ^UT, r BG2j ^W^K#G 

y-f>7'D7l«IDrl:i^ Ctt?) r BG2j Mfiit£=>- KT^ilfc? 
mmn&}£$£$lt2>ZtlPffs£titzo £tz. In situ>'W7if* r /f-»f--S'3>t;: 

Mif*mil£©«T'fc£o r BG2j m-&n&Zhbffl&0>ffiffilzm5-LT^Z 
t^^^tiho ®.r>X, r BG2j Sfiff-^MfS^ r BG2j £fi1?©«£ail 

tbg2j ^w^it^ xf&<D9>rt9W(Dfk. mtt%myk&m*mmLtz 

>"BG2j ^ W^H#raLT^3 t%x.?>il5ffi*Sfeti^TgP*^©^aEO. 
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W&ffiifctlttU Sd£T3 r BG2j }fifc%fQ^tz77 4 -tj-pww?? 4- 
tZXolz r BG2j KTSDNAT-ff^fe^LfcjHfllia^igifr?) Z 

Sfcx *i£#-t-&ftfcJU W^*ffl^t^»7-y h^tF r BG2j 
^7ft (**i*:hJB?!]#^ : 1, IS^J#-^: 2 0) * J i£©t$&£©f£ 

^Klc^StiSo iai£#t&^©^ 7lf£&^T£73i£i: 0«x.fcJU Ku 

nkeUi (Kunkel, T. A. et al., Methods Enzymol. 154, 367-382 (1987)) , ¥ 

7)17^ j (Zoller, M. J. and Smith, M. , Methods Enzymol. 154, 329 
-350 (1987)) „ (Wells, et al., Gene 34, 315-23 (1985)) , 

t #7* 7 4 (Sarkar, G. and Sommer, S. S. , Biotechniques 8, 404-407 

(1990) #we>n£o mmmzmmte* >^?n£&tt i smoummt. 

^I^Sfc'fcoTfcf W 7*>J ^t'-ya >|$ffij (Hanahan, D. and Mese 
lson, M. , Meth. Enzymol. 100, 333-342 (1983). Benton, W. D. and Davis, R. 
W., Science 196, 180-182 (1977)) tjiZZJQUX. ? v r-fct h r BG2j cDNAE 

n (ztiztimm&^ •. 2. mm^ : 2 n $.it&z<D-&zm^ 

9933975A1 I > . 
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*k 7»;h«bh r BG2j cDNA^W 7'U £*>f X1"i>DNA* s 3 — 

r B62j *>W7'g£m%<DWL&ZMtZ9>'W%Zu- KT3 
DNAii, itm. 7 7^th r BG2j cDNAcDitSffi^J (1E#]#^ : 2, K5»J§^ : 

2 1) tmi^m&z^T&o n^mmita, ^^^xpt<a< t&io%u 

v y > h h r BG2 j cDNAtffil^t4©i^^DNA$#^tt* ; 5^:A?)(Z)/'N-i' 7"'J y-i'-tf 
-ya>M(^Ltli, ®St. ;W7U *">f a >£ r 6 x SSC, 40 % * 

5 h\ 25 °Cj , iftfrfc i"l x SSC, 55 °Cj Xiio* 9t£ U^fefti: LTtt* 
M^7"';^'-Y-tr-^3>^ r 6 x SSC, 40 % h\ 37 °Cj , ro. 

2 x SSC. 55 °Cj TIt^o $ S> £$? $ Ll^^i: LTHU 7" U ^ -tz- v 3 
>£ l"6 x SSC, 50 % ^M7 5 h\ 37 °Cj , #t#£ ro.i x SSC, 62 °Cj Xrfj 

^Fimfaommzmmtzztftxzzo ^ejMWu^r^ >ptt 

BNSDOCID- <WO___ 9933970A1_L» 
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WfFSn- KLo*fc©T-fcftlfft£f&J|"gJ±&<, cDNA, ^VADNA. 

H-rScDNA{±s 0'Jx.!i\ E^'J#^ : 2 j pK^J#^: 2 1 iiM©cDNA&&^&^ 
©WM-x ^ft^Cffiffifa&RNAx tfcii^cDNAOie3»J©-gPS^tf^*»J^7^ 
U sl"^ K £ 3 2 P& £T#J& U -JM6H8©G* W1 * SttfftS U.-te K 
#&SLT^£>« (0fl;Lfcf. TO, TOTgtf) **ct)cDNA7^-77 V-l^W 

^cDNAO^SIE^Jl^J^-rS^-yn'^^l/^-^KS^Lx (0iJx.{i. 
TO, TOTS") S*CDcDNA4^Mfc*U^7— tfaLHSjs&titJJaeu 
-->n^:^t"l5o >f ; ADNAIi, 00* ffi*U#^ : 2 ^l^iJS^f : 2 
1 fciB*0cDNAfc5Ofcfc*£>»rtf\ ^tl^ izMKl&RNA, £fcttg5"cDNA©i£"W 

Cft^cDNAOJg-SBa^JKflftTS:* 'J J7^Utf K££rE£U ADNA^fi^ 

£5£DNAi£, tfiJxif, : 2^1^'Jf^ : 2 1 l;sBtt©cDNA©'$#K7iJ£# 

HfT*£&£tt££fcfc«fcDfS§£-r5;: (Khorana, H. G. et al. , J. 

Biol. Chen. -251, 565-570 (1976) ; Goeddel D. V. et al., Proc. Natl. Acad. 
Sci. USA 76, 106-10 (1979)) 0 

"ift^DNAIi, W^g©Mtl£fflT--fc£o BP*>, ±I3**W06^ 

W^®£®Sl^7*-*W^H£:-3-K1-SDNA (m%.&. E?'J#^§ : 2^ 
ffi?!l#^ : 2 1 tziam^DNA) ZmMteftM^Z *-icif A U S^^-fcifiMS 
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m{£tfj(z(^ liifpiciliyi <; >T • =3 'J (Escherichia coli) ©ii^ 
7?7; K^^-pET-3 (Rosenberg, A. H. et al., Gene 56, 125-35 (198 
7)) , pGEX-1 (Smith, D. B. and Johnson, K. S., Gene 67, 31-40 (1988)) ft 
^tfJIK^ixSo ^HSOJKKfetfetix Hanahaw£ (Hanahan, D., J. Mol. Biol. 

166, 557-580 (1983)) N m*i^?Li£ (Dower, W. J. et al., Nucl. Acids Res. 

16, 6127-6145 (1988)) &iTCff-5o ti#»«i'^ , vAD?'f t7 • * 
>^ (Schizosaccharomyces pombe) 7? 7, 1 Y ' ^Z pESP-1 (L 

u, Q. et al., Gene 200, 135-144 (1997)) fc£#flH^il*o #S0ff^$5& 
ii. M;U<£. 7 s 7iD777 H£ (Beach, D. and Nurse, P., Nature 290, 140 

(1981)) H ft fE'J^^ (Okazaki, K. et al., Nucleic Acids Res. 18, 64 
85-6189 ( 1990)) ft ¥iz £ D ft ft fotlSo 

0, t rHcLa*81Ba&£®t§^ pMSG (^n>x^tt) ft ^-#ffl<^ £.ft£o 

(5?LJ*^fllltI2^©^X.DNA0§Ativ U >8£#;i^> ^ (Graham, F. L. and 

van dcrEb, A. J., Virology 52, 456-467 (1973)) , DEAE-x** h =? (S 
ussman, D. J. and Milman, G., Mol. Cell. Biol. 4, 1641-1643 (1984)) . V 
#7i7y3>iii (Feigner, P. L. et al., Proc. Natl. Acad. Sci. USA 84, 

7413-7417 (1987)) N mfl^?L& (Neumann, E. et al., EMB0 J. 1, 841-845 
(1982)) &£T-firfc>ft£o fe£ft&&BM<Dm&lzl^ /^d^W^^ 
-pBacPAK8/9 ( ^ P >:f ?*t) fcir#ffiV^ft*o ^MJ&OBft^&x 
&\ A'^/f^oy- (Bio/Technology) ,6, 47-55(1980)) &££13«©j& 

BNSDOCID: <WO... 9933978A1..I.> 
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7>7 7i7-f (GST) £££gl§rLfciil£*W^K©BT£^U ^jS^b 
-b®J^ GSm*fli4Ui?>t^?-&SZj:t3 t tt)liai!l1-SCi:* s T"§S (Smi 
th, M. C. et al., J. Biol. Chem. 263, 72H-7215 (1988)) o 0fl*fcfs ^£ * 
-fcLTpESP-l£fflOfc«£x gft©*>^K&, Wf*>Sh7>77i 
7— b* (GST) i:Oi&£*>^Ki: LT£f&£ft3£#\ GSmiQfiUv>£c|S 

t/fH^S^tiHU t hM^Oiifc^/Uiii. U hD-W;i^^*- (Da 
nos, 0. and Mulligan, R. C, Proc. Natl. Acad. Sci. U S A 85, 6460-6464 
(1988) ;Dranoff, et al., Proc. Natl. Acad. Sci. U S A 90, 3539-3543 (199 
3)) , 7xV^;i^^*- (Wickham, T. J. et al., Cell 73, 309-319 (1 
993)) &££^S£&#ffll^ft-t^£o ^^(D&^fctLTlt. 
j£Tv±*K iliiltft^ffll^nS (Asano, S., Wl.&%$M&%> 40, 2491- 
2495 (1995)) 0 

t±x lt#fc&*n©£?£ (0iJ;LkL r »TM^irM 1 W^fJ I ,389-40 
t4^It57yaA*>h (FIA-^FCA) i:#HfroT fc«fcl^o ilSx 

BN3* OC!D: <WO P0339>8A: . 
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iz£t)fr?ztftx%%o znizxvmmzfotzfomt, -&mw(DG$>^tKPi 

MJoWUzmXtZZtlzX !3i8S£T*££ (Neuberger, M. S. et al., Nature 3 
14, 268-270 (1985)) „ Ztz, t htfcftte, t h hAJlMt^WC 

$3* nj3©G^7 > ;1 ? g ±t$5J i/ -b 7^ - $ > £ ff £ ^jg -f § ^ £ £ <fc t) PliSIT S 

BNSDCOID- <WO ... 9933976A1 .l_> 
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Fl/t^.y/l/Th'l/t'J XT>^;t^>v>,*A^v>,7*7i/^>>C5a 
K— /u >,z-s K-fe U >, 7^-;u = ;u^^^--^^7"f- H\GABA> #^->, SOi/# 

tli^wi/t >,MV7l/ v>,:t3rv h ^>> (Watson, S. and Arkinstall, S., The 
G-Protcin Linked Receptor FactsBook, Academic Press (1994)) 
ftftfil. ^©ffcCDMS^W^K^ itfe^ (7>f 7"5> U-^atf) ©HJl»x 

to Km;) aaiaig^is^^ffl^^nso x7u-->7*^ffl^§ 

l x )ii i ^ n 5 o tuts t l t i±, #y x xi. mmmm. &ytu&tt z#m-f ?> 
mi'*7°$-9>^?m^(D&&iz&%Mi&ft^(ni'7i-MKM (mutts g^> 
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^gCiSt^ts Ca 2 + ££ttcAMP©itJ«fl:, U ^--tfC©?3M, pH©'£ 

(Cell Calcium 14,663-671(1993), Analytical Biochemistry 226,349-354(199 
5), J. Biol. Chem.268, 5957-5964(1993). Cell 92,573-585(1998), Nature 393,2 
72-273(1998)) (&B@¥9-268-t&$B) ©lef&M C bftX § 5. 

^CDffe, TWOvW^U-y h'i/^^A (Zervos et al.,Cell 72,223-232(1994), Fr 
itz et al., Nature 376,530-533(1995)) £*Jffl Lfc b *'-*-££?07££©lfc 

c7)^^ u-->^a(±, (a) w&itGmottytt%w<ow>w%&'& 

<fctf (b) x|S (a) TM£*i£S^7£t$£, t^bi§r«#£TT©*S£7S 

f^b^titLTti, 7>^7K, ^7^r\ #^7*^ Kt$<b£4fcK Axftii£]$ 

nit, 0!l;Lfix FifM©W (^^^M^W^^STa^dicmiiLfcBMtS^ 
£afr) rt* ^SL£7m*. IMIlM©«lIi#£: LT(Dftm. 
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s&tfiTs) ©<stx ^b^tj©MM±0#^©G^ >^ 

£ R±±©^ 1/ -fe r 9 - $ > ) *9 W-x© £££ (i £ £ Mft ^© ^ ; ( #J jl 
Ji\ G* W^M©rSt$ib, Ca 2+ i;*:<icAMP©}t]t», V t?CCDrSt£ 

<b, pH©^^) **g^t:^m-rs3i:t.T-§So mfam<ti5mz-Duz&, mx. 

Its £i£ (Cell Calcium 14, 663-671 ( 1993) . Analytical Biochemistry 226,349 
-354(1995), J. Biol. Chem.268, 5957-5964(1993), Cell 92,573-585(1998), Natu 
re 393,272-273(1998)) (ftUl¥9-268-^fi$B) (Ds&mtmtXft-D Z tifi 

&(Dm%te¥t&mt %&m(Dfe0M}i'(Dtztt)<Dm msjfflto tbx^mx&z> 0 

r MSDCCID <WO... U93397BA1 i > 
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Oiem ti i£ i: T fi 1 -5 - i: #T* § £ o 

MUZ. ^>>7s r BG2j ^W^ROBMcterD* h£*fo H4i©17iM70 
.#-^t±G* >^^S«giI/-fe7^-^ > A 7 Ifflf$I^)^7oO«*fiiJ| (HI 
Sr^-To ttz. 0T©#^fc£ r BG2j ^>;^i®7^Mf^ 

To 

t h^.t^-v'j?^ r B G2j 3tfe^©^mcDM^^t4^y— f-*>7*D 

11 3 (i, lwfc:£{*Sv£;* r B G2j ji£^<D^l©Jgg££ln situ/W 7*>; £*-f 
•if 1 - v a >(; £ <9 8¥«f L fc*§J! * * t o 

H4li, MlifcttSv-^ TBG2j igfc?©lgi,a©Jl££In situA^ru^ 
Yif-i/gyCi; !>J8MJt Lfc£3l£^To r -fe>7j i£-fe>^RNA7°D-7' (mRNAi: 
A^f 7'ij XL&i^ ; **t^3> ho- 4ffli^;W7'J^^-V3 
r^>f-b>^j (iT>^-b>7RNA7o-7* (mRNA^W 7"D£* 

BNSDOCtD <WO 9?3j978A1 I > 
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G * W ^ ft ggfcfct , Hflj^M £ 70 Kit f S h n 5 ffiii±CD#$[ £ L , 
Hm® «t © jfi{£© T = y KiE^lIti t fcf b fcf «t < £ ftT o 3 „ sMSW 

YKGenBank Acession Number Z18280), ^ ^ h Yl ( [rIZI 1504 ) . t h Yl(|s]M84755), v 
^ang^r?- KYggteY4(f5jU40189K ^ y h Y4(|6]Z68180h t hY4([5JZ66526K 
v £ * ^ 7"^ K YgSft Y6 ( [SJU58367 )\Z&^XMtii\z%ftZtix^Z> H2jBt £ 

^ y h (Rattus norvegicus)&Ifc:fc«fctf&BfcTgl5S#* U (A) + RNA*>£>, 
RNA-PCR^r y h(CTj£tt)£^T-*f|cDNA£i%fi£U C Ml%.<T)7=7 ^ 7-£ 

fflv^T,^'j^7-^MSjS(pcR)^^z^ofcoR«(cii v 7^ bum&xu 

(A) + RNA£!fctML£o RNA— PCR^r y h (^.SSjgft) ©7*o hn^CLfc^T, 
H^Lfctf U (A) + RNA 75ng*^M|HiDNA^^&J(iLto cDNA£g£ffl^Tx U 

^7— tfansiis (pcr) izxzmmz&zte-otzo Rfomawm*. &o.i5mM 

dNTPs, 1.5mM MgCh, 0.025U/,ul rTaq*'lM^-- tf (SSiitt) , #0.5^M 
f^yi^l/-h77^7-Fg (ffi#J#^ : 3) ^cklFRb (ffi?'J#^ : 4) , 10 
x^ftHPCRA-y7T-T-> &&JfoifcS130,uli: Lfc&s 20//l-f-o6*t^?±L 
^T-fxif-?M>f 7^-PTC200 (MJUf--7 c tt) T\ 94°C2t>, r94°c 
30&\ 48°C1t3\ 72°Cly}30#j £35^ 72°C8y}cD£#-cPCR££:: & o to 
PCR£jfof£, 6*0£jfo&£l2M;:£tf> N £ +F- KPCRMK* >y h ( 7*o * 
£ffi^TEI@M$j£*gi!iLs 30/zl©TET-^tBLfco. d©-5 *>2#1£, TOPO TA7 
d-->7>^ h (Ok'FDyi>|i) ©pCR2.1^^^-(c^o-->^*Lto 
?£±(C(iXLl-Blue£ffilK E.coli/i;u-y— (>W * Ktt) X'MKte&Ltzo 



r*JSC_OID: <WO _i.:-33978A1 I > 
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izmiRL, 384 7x;b7°U- M5#£#*±L/^ 100//g/mlT > fc>> U >A DLBtS 
lICtlLfe. ^o->£37°C-£-Bfci£llU v 4 7"^ 'J -&£$SS> W 

Tj-yij^K (;w /l-o^-f vITJQl) -&m^X., W-tu-jiX h y Officio 
O^g/ml r > t: x U X 25% ^ U -b d — ;UA D LB^iglfeC 7 ^ -±, 
^ C t7j-^D--M^ 7D >fflC100//g/ilT> tS/ 'J >A';>LB*f A 

f# ?> ti fcPCR 7 d - > (D * iz it , NPYg^&cDNA L T T S i: ^Si £ 
;i^>->r >^>7'=>r«y hps (;i—=¥->:x;u ""<*—#) 

DNAv— ^>tf— 377 (^ — #) £ffl^fc 0 -)a3>y>-^^ 
-S/ .(i/i^f-f >^7 • =3>b'i-^ ■ 7';i/-7*ft) ©blast7"P7"7AT:\ 

7K1 (GenBank Accession Number U79024) ©, 17f@tt $1*1^7?- KYgSfltfl 
|bJZ11504) ©cDNAf - tl^ZUMcDcMm^^ -T^ffllMA 
^ti^ft^-f vx^U - hPCRtiiUMM"^ 7*7 U-7^^-^W 7*1) £W X 
Lfzo ^ji^tlO^ ABrn-?:PCRT*Ji*iL, "iMlf-KP 

CRMS^ r (7*nM#tt) T-^U 7*-5-f A-^ -AH I -5 >^'A77-f v — 
7^'J>^-yh Uh7^y->tt) ^Ot, [a- 32 P] dCTPTaLfcfe 
©£fflufc 0 □ p 7"'J £M-tf— y a Xi^Siz LfctfoTfr^fc (Samb 

rook et al., Molecular Cloning: A laboratory mannual 2nd edn., (1989)) 0 

BN3DOCID <W0__ ..9933^78A1_. I > 
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*A*t) T-*jfMU£DNA£ffl^£o Wmfciot&n 7? j >7 
i/>v^ybFS£, Si&iitlommr7)ci!j(z{iDNA^-^>-lt-377$:ffll^c c t> <i 
xnyisy • ^^-^©blastrp^AT", ff ^tifcK^J^IPJM^^^It 
tz^Wi. k7.1i D >t47-t^;m 'J > • l/-te7*£-M5 (GenBank Accession Numb 
er M22926) £:*fB08<Wt4£^T* P->#H{±}£ftfc 0 3© v* o->£Xit£ 

fcT£ : B*l!^Mmo<«rUmiTg 1#3^- (M#*§3 0 5 - 
8 5 6 6) 

(d) miB (Ji^KB) :¥fi£94fl2325B 
(^) W§t#^ ^^^^^6575^ (FERM BP-6575) 

mTSPfe*©cDNA^^y5 U-^m^L^ 0 cDNA©^(i, cDNA^fi£*y b 
F7^y->t) ©7P b^l/tz&lv ^^-tlipEFlx, fgit'fctXLl-blue 
MRF' (7h7^y->tt) MLfe = 

pEFlxte, pcDNA3 (-Y > h d x £WT©£ -5 Cft&Lfc fc©T- 

(l)t bEFla^P^-^- (GenBank Accession number J04617) (DMWk 
tF^;v; ^DNAfr f> N 7°^ ^ (ffi^iJS-^ : 6/CGAGGATCCGTGAGGCTCCGGT 
GCCCGTC. : 7/CGGGTAAGCTTCACGACACCTGAAATGGAAGA) £ffl^TPCR£m\ 

BamHI (^Siitt) jo J: IKHindl 1 1 (£S£*±) T-$8fbU 7°?7l b^*-pU 
C19 (^Siift) (3^7D-^>^Lfco mbhtzy?*^ bm£Xhol-?#Hb, z 

L^'SOOCID <WO. .^9y339^-:M l_> 
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A£BamHI£ c fcOTndIII-£vm[:U Y>t>-- f^7>£[5]iK L£o 
(2)pcDNA3©&£ 

75^5 KpcDNA3DNA£MluI (Slit) T'iBfL >7\/Jt>&% T- 
*SSS¥*'fbLfc^ DNA7^^f-v3>^>y hft^7 • 7^'-y3>t v 7 
P-^>7*L£ 0 ?#£>n£7°^7^ h"DNA£AflIII (-^-^ >7*^> h*/wt7 

#*t) .tissual (%mmi) -emit, zvyomm (%mmft).mm*¥m 

Ufeo fe»nt777 5 KDNAfcBglll (SSiitt) fcctmUndlllTtfHb U CMV 
7°D^-7-i$^£l&^£®rH-£[5]iKU DNA7^y-i/3> + y h£ffl^T(l) 

cDNA©TM-©iSSia^J^^*U=3'7 ^ b^"^ K^o-y (IE?'JS^ : 8/ 
CCTTCTGCATCCCATTGTACGTACC) £ £f£ U y->l-7 7 ^-cDNA*" y'f^7'tl/^ 
^3>^7^A (*7pBRLi1) ©7"D h^MZLtzft^X. ±iZ(D£olzmm$ 
titz^v hTOSt>'«TgPS*©cDNA7^7'7'J-^5, N **M©7D->£ 
ntz 0 ft!:, 7ttC«L/i7D-> (FERM P-16572) A£*lfccDNAI8rtt-£7- 

u—yiz lt^o--a^ 7"u mi(Dt>v—>*mtzo 

U) ^lt«©» ■ feTS 

: 0ffl«!l-3<«mmiT@ 1#3^ (M#^ 3 0 5 - 
8 5 6 6 ) 

(o) 3ra£B USi^ftB) :«9^12325B 
. (m) ^gfc#-«f £ftflf£^6574*f (FERM BP-6574) 



BNSDOCID- <WO.___ 9933978A 1 t_> 
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7^f>#) -C7*^^= KDNA£i§MU ya^ h#>i£ (Sambrook et al., Mole 
cular Cloning: A laboratory mannual 2nd edn., (1989)) TiMK^J^^S 
Lfzo cDNA©»iM-fbt(i, «B^«»MIII'H*77^- (jfciffl 
HMtt ) £ ffl ^ s • ■ Wf frit L feDNA $ 2 % T iS u - 7, mm ^iHMiillf #H L , 
0.6kbpN-j£O»fM-*x gene clean spin kit(biolOltt') TftS^ T4 DNA^IM^ 
— fe* (^Siitt) T»'£¥7ttt:LTx HincII/BAPm^pUC118^^^-(;^D- 

>v>7'*«y hFS (;s-*>x;uv-#) fc&^ii^W 

v-^>v>^'^r^ hFS (^-^r>x;i/T-a) T*S>— ^>^>>^"Lfeo f#?>n 

£E?|J£, DNA^-^>v>7'7 7 h • v-T^-v- '(BiV7 h*i) • 

itu ±Jfi»ffi?>j£Lfco ^aia^JJi, 2700b P -e. \uti 

7^ >^-7'U — A05'fflJt^±n F^fitSfc*!), Z(DcWkl±,D- Yv$M± 

&zistst%zz>n%( mvm^ : 2 ) „ ^ ©ie?y & y &e^j t HaR l *: £ 3, 

ilJ2 > l3 l i4^5 1 §6*J:I>-Mliiiim7icti7 , P>y h±TfitiE£ft£ 

(mi) o 

^177; 'J-*Efi£LT^So^c:T-,^aitfccDNAt:J:oT=J- h£ti37^ 
y ltiB?'J * ffl I^T P v-fMl £fT SfclCDG* > ^ 7 gttffiS U 

(Lee, P. H. et al., Biochim. Biophys. Acta 1223, 151-154 (199 
4)) , t rfi3fEA*# 'J >&T-t3-)in i)yu-t7°$— M5^>;^W (Bonner, 

L. .SDOCtD <WO_ .993397 A 1 I > 
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T. I. et al., Neuron 1, 403-410 (1988)) . v<7*&3fea2AT h* U J -t79- 
(Link, R. et al., Mol. Pharmacol. 42, 16-27 (1992)) t^MtiZB L 25 

(v->A>?NID : 946030*5 .tVNID : 901756) 0 t hMflSjcDNA^^^^y^ 
^T-IF01 (I25ij#-^ : 9/CTTCCGCCGGGCCTTCACCAA) ££t>"IR02 (iB?U#% : 10/ 
ACAGACACGGCGGGGCTCAC) (7o-7l) £ffl^TPCR£J: t) Lfeo 7°7-?;W 
7 - , ; ^ ^ m r - is 3 > 0 m $ ft & 75 & lz cfc D , T P - 7* 1 £ ffl l ^ T 1 . 2 x 1 0 E O ? 1 X £ 
W Inhuman A EMBL3 SP6/T7 genomic library (7P>^y?#) £xy';--> 
7"Lfc D cntii «3 2o©PIt4^o->^^Lfe 0 t§e>tLt7r-> ; ^D->^ 

?ftll (S^'JOT : 11) , 13 (ffiflJS^ : 12) x ££tH5 (E5>J#3 : 13) t&Z, 

«fct>&f4Ufco Il££Ln3&, ZtiZtiftmmrU ^-YS03 (E5!l$^ : 14/ 
TGAACGCTTCGGGGGCGCTG) £ckT>*YS05 (E#|#-^ : 15/GAGATGGCGAGGTTGAGCAGG) N 
YS12 (mm*5 : 1 6/GGCTCCAAGCCATCGGCGTC ) £«fctfYS14 (IB^JS^ : 17/CTCA 
CTTCCAGCAGTGCTCC) £fflO-£PCRJf*iU ^(DVQm^^^tlT'u-T'l^^Vf 
7n-72t£»&Ltco t h&ETFSBcDNA (1.3xl0 6 7 7-v) £ 150m:/ 1/- h ^fc 
*) 5 . 6x1 0'© vl£-£ 7° b - h lz ffi ^ o m b ti tz V 7 7 '- )l % 7 =? 1 t -YS03 £ J: V 
YS05^ffll^fePCR{;J: Dfi^ Ltz* 7"d-7'2^UT, 7VA^7^'J-© 

ti(CctDTM5/j^5' UTR£atf-^©cDNA7P->£f#T, cDNA? P->li:ifr£ L 

75>f T-YS07 (1S?|J#^ : 18/GCCTCCGCACCCAGAACAAC) iUtfYSlO (E0J#^ 



BNSDOClD <WO„_ 9P33978A1 I > 
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: 19/TGCGCCTCTGGATGTTCAG) fcffl^fcPCRfc: <fc 9x cDNA7 p — >lfr"b 7°p — 7'4£ 

>^'tmmcD^m-r:, thii?^?';- (3xio 5 pfu) 0x7 u-^>7 £fto 

fee Vv<ofr©7P->£f#T. *®4H!£i>£l^©£cDNA$'D-->2i:ifr£LT* 
*CDlE$iJ©ife££fT^fco -©7D->J±TM2frt>3' UTRO^**LTOfco cD 
NA£b->l£SacIIT-?KHtU ^7*-£5' S8fI$££*r3.3kbM> U > 

7"Z;b* V 7tX77^- t'tiKLto cDNA7P->2&££SacIlT}(ifbU * 
©1.7kb©ir>t^cDNA^P->lfi*©3.3kbiTltt;^^-y-/io C©g££ft£Bft 

(^) tfltra©^ • 

£>T£ : B*H^«m-3<tfm«lTi IS 3^ (S5{£#^3 0 5- 
8 5 6 6) 

(P) *ltB (Jl^ltB) :W10¥12^17B 
(^) ^ItS^ £^ffi^f§6609^- (FERM BP-6609) 

&££ft7ctb r BG2j cDNA©i&ftifi?'J£E?iJ#^ :21{;i, g£cDNA#=J- h 

?>^?n<D7i ;mE,m*i&m^ 20^1- o 

t h r BG2j ^>/^SIt &ft©GgfiMtt®Sl^7-7-MlfT"&£t hfi 
*a-2C-lT h* (Regan, J. W. et al., Proc.Natl.Acad.Sci.U.S.A. 

85, 6301-6305(1988)) s v«7Xfi*/?-17' K W-fe7**- (Jasper J. R. et a 
1., Biochem. Biophys. Acta 1178, 307-309(1993)) , t h fi* A7>* U >tS7 7 
-fe^;un 'J >U-fe:7*-M3 (Peralta, E. G. et al., EMB0 J. 6, 3923-3929(19 
87)) tZtiZtill Is 28 51 mottW-ttLT^ito 
[IWJ3] 7— If >7"d y bfi¥#T 

t p l"BG2j OtfcfflKiSVvtrBu ro-^^'Tr-dCTP (Amersham, Prime It II) 
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-£*gl$U cDNA7*D-7*i: Uffll^co %fz, 7'u y VJ&t LTtt. MTN (Human 
Multiple Tissue Northern) 7"D>y h (^n>^y^#) fcfflofco ExpressHyb 
solution (^D>r'y^tt) i£-£68 o C"£30^©7"WW 7* 'J £W -tr — v 3 >1£, 6 
8 0 CTlB$^7*n-7~£llt3;W7-U ^X£-££ (S^7-D-7"iiJt(il.5xlO ; cp 
m/ml) c 0.1%SDS*^tr2xSSCT-42 o CT?30^ ^©7"D.n^i»U 
£0.1%SDS£^&0.1xSSCT'50°CT30^to£o ^©7"n y h ^-80°CT2. 

-75. T77,BG2©f&&C:fc^-^ 7Tj -7"<DH$M{±, 7^ TBG2j cDNA£ 
ili:, -tr>^7'^ T-MF2 (I2#J#^ : 22/TGCATCCCATTGTACGTNCC) *5J:i>'7' 
>^-fe>7x7°7^T-MRl (1E?iJ#^- : 24/TGCTCTGGGACACCATCTTC) £ffll^TPCR 

7"o>y hl^tl/Tttx Rat MTN (Multiple Tissue Northern) 7"o y h (7 
D>^7#) ^fflOto ;W7'U^-ti-^3>lfM (50% *M7; K, 4 
xSSPE, 1% SDS, 0.5% BLOTTO, 100/ig/ml It^M^DNA) +T\ 42°Ct;iT-0fc©;W 
7*U^-tz-i/3>£fro;to i5fc8Hi. 0.1%SDS£Mf0.1xSSCT-65°CTiT-o7co * 
-£©7"D\y h£-80°CT-H$L n ^7©^-- h 5 ^7T7*7 7 >y 7 7 ;UA 

<\m$titz (02) o 
inmmA] In situ;W7*U^f -fc*-^3> 

137>^18l$®${fcMSprague-Dawley rats (Charles River Japantt) §i-tJ1/ 
©n&At:: £ (3Jfr@$U o — * U-tf>7°(c$$iU ^iCjlALti-i-^ 
ilCT, ML^4%/N"7^;L'Ar;i/T r t K-';>8Mift (pH7.2) ^£&AL£o 

«aaE*R**4 0 CT-«aLx l^fi&0H£8!IT'ISJ£Lfco #<9$gliRNase<Z>£A£a8tt 



SN$DOC:0 <VO &^j3^/8A1 
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^Dhi» (Model HM 355 ; M1CR0M Laborgerate GmbH) $rfflOT6^m©JP^©^ 
-20°C T- *S SttPJT t o 

V-MF2 (fld^JS-t : 22/TGCATCCCATTGTACGTNCC) *5«tVy>f-b >77 , 7-f 
MR3 (iC?>J#^ : 23/ATCATTAGGAGCGTGTANGG) £ffl^TMP2l7^;U KDNA#>e>PC 
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(PBS; ISHR1) £m^Tl#F£fclO#F£©2[aW >*i^-rUfco l2Jfr£37 0 C-£l 
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ftU &'<^T\ PBS*g»iTC-10#P^i$fe#Lfco 50%*;i/A7S K/2xSSC£ffl^T£ 
riiT- 3O#0> y v a >f 7* >J *y -tf- ^ 3 V *f h * i/ 7- > Tff.fi L fcRNATD - 
7* (1/ig/ml) 4fflV^"C42 0 CT-16B#F^N>T7*U^>f-t?-^3>*fT^fco 

lOtfM^H^oTco **lfr£«tt£37 0 CT-5#Pi^ NETll§j?$ (ISHR9) T'ifam 
RNaseA (ISHR10) /NEBfiM (ISHR9) £ffl^T37°CT-30#gg N RNaseMH£*T ofc n 
O.lxSSCfcgffiifc (ISHR11) T20M, 2 @i$fcfr&, TO-*gU fftt$L£ v=f* 
->£x Digoxigenin Detection Kit (^-'J>^-7>/WAtt) fcffll^TtfctiiL 
tzo «JM"«:100bM Tris-HCl, 150mM NaCl£^trlI®M (HMD TgMT*lfl«t 
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mm 

SEQUENCE LISTING 
<110> BANYU PHARMACEUTICAL CO., LTD. 

<120> G PROTEIN-COUPLED RECEPTORS 

%W£VT J y>E'J >B£ (GTP) W^KftSS© U-t 

<130> B1-902PCT 

<140> 
<141> 

<150> JP 1997-361187 
<151> 1997-12-26 

<160> 24 

<170> Patentln Ver. 2.0 

<210> 1 
<211> 413 
<212> PRT 
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<213> Rattus norvegicus 



<400> 1 

Met Glu Arg Ala Pro Pro Asp Gly Leu Met Asn Ala Ser Gly Thr Leu 
1 5 10 15 

Ala Gly Glu Ala Ala Ala Ala Gly Gly Ala Arg Gly Phe Ser Ala Ala 
20 25 30 

Trp Thr Ala Val Leu Ala Ala Leu Met Ala Leu Leu lie Val Ala Thr 
35 40 45 

Val Leu Gly Asn Ala Leu Val Met Leu Ala Phe Val Ala Asp Ser Ser 
50 55 60 

Leu Arg Thr Gin Asn Asn Phe Phe Leu Leu Asn Leu Ala He Ser Asp 
65 70 75 80 

Phe Leu Val Gly Ala Phe Cys lie Pro Leu Tyr Val Pro Tyr Val Leu 
85 90 95 

Thr Gly Arg Trp Thr Phe Gly Arg Gly Leu Cys Lys Leu Trp Leu Val 
100 105 HO 



Val Asp Tyr Leu Leu Cys Ala Ser Ser Val Phe Asn He Val Leu He 
115 120 125 
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Ser Tyr Asp Arg Phe Leu Ser Val Thr Arg Ala Val Ser Tyr Arg Ala 
130 135 140 

Gin Gin Gly Asp Thr Arg Arg Ala Val Arg Lys Met Ala Leu Val Trp 
145 150 155 160 

Val Leu Ala Phe Leu Leu Tyr Gly Pro Ala He Leu Ser Trp Glu Tyr 
165 170 175 

Leu Ser Gly Gly Ser Ser He Pro Glu Gly His Cys Tyr Ala Glu Phe 
180 185 190 

Phe Tyr Asn Trp Tyr Phe Leu lie Thr Ala Ser Thr Leu Glu Phe Phe 
195 200 205 

Thr Pro Phe Leu Ser Val Thr Phe Phe Asn Leu Ser lie Tyr Leu Asn 
210 215 220 

He Gin Arg Arg Thr Arg Leu Arg Leu Asp Gly Gly Arg Glu Ala Gly 
225 230 235 240 

Pro Glu Pro Pro Pro Asp Ala Gin Pro Ser Pro Pro Pro Ala Pro Pro 
245 250 255 

Ser Cys Trp Gly Cys Trp Pro Lys Gly His Gly Glu Ala Met Pro Leu 
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260 



265 



270 



His Ser Ser Gly Ser Ser Ser Arg Gly Thr Glu Arg Pro Arg Ser Leu 
275 280 285 

Lys Arg Gly Ser Lys Pro Ser Ala Ser Ser Ala Ser Leu Glu Lys Arg 
290 295 300 

Met Lys Met Val Ser Gin Ser He Thr Gin Arg Phe Arg Leu Ser Arg 
305 310 315 320 

Asp Lys Lys Val Ala Lys Ser Leu Ala He He Val Ser He Phe Gly 
325 330 335 

Leu Cys Trp Ala Pro Tyr Thr Leu Leu Met lie lie Arg Ala Ala Cys 
340 345 350 

His Gly Arg Cys He Pro Asp Tyr Trp Tyr Glu Thr Ser Phe Trp Leu 
355 360 365 

Leu Trp Ala Asn Ser Ala Val Asn Pro Val Leu Tyr Pro Leu Cys His 
370 375 380 



Tyr Ser Phe Arg Arg Ala Phe Thr Lys Leu Leu Cys Pro Gin Lys Leu 
385 390 395 400 
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Lys Val Gin Pro His Gly Ser Leu Glu Gin Cys Trp Lys 
405 410 

<210> 2 
<211> 1239 
<212> DNA 

<213> Rattus norvegicus 

<220> 

<221> CDS 

<222> (1)..(1239) 

<400> 2 

atg gag cgc gcg ccg ccc gac ggg ctg atg aac gcg teg ggc act ctg 48 

Met Glu Arg Ala Pro Pro Asp Gly Leu Met Asn Ala Ser Gly Thr Leu 
1 5 10 15 

gec gga gag gcg gcg get gca ggc ggg gcg cgc ggc ttc teg get gec 96 
Ala Gly Glu Ala Ala Ala Ala Gly Gly Ala Arg Gly Phe Ser Ala Ala 
20 25 30 

tgg acc get gtc ctg get gcg etc atg gcg ctg etc ate gtg gec aca 144 
Trp Thr Ala Val Leu Ala Ala Leu Met Ala Leu Leu He Val Ala Thr 
35 40 45 
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gta ctg ggc aac gcg ctg gtc atg etc gec ttc gtg gcg gat teg age 192 

Val Leu Gly Asn Ala Leu Val Met Leu Ala Phe Val Ala Asp Ser Ser 

50 55 60 

etc cgc ace cag aac aac ttc ttt ctg etc aac etc gee ate tec gac 240 

Leu Arg Thr Gin Asn Asn Phe Phe Leu Leu Asn Leu Ala He Ser Asp 

65 70 75 80 

ttc etc gtg ggt gec ttc tgc ate cca ttg tac gta ccc tat gtg ctg 288 

Phe Leu Val Gly Ala Phe Cys lie Pro Leu Tyr Val Pro Tyr Val Leu 
85 90 95 



ace ggc cgt tgg acc ttc ggc egg ggc etc tgc aag ctg tgg ctg gtg 336 
Thr Gly Arg Trp Thr Phe Gly Arg Gly Leu Cys Lys Leu Trp Leu Val 
100 105 110 

gta gac tac eta ctg tgt gec tec teg gtc ttc aac ate gta etc ate 384 
Val Asp Tyr Leu Leu Cys Ala Ser Ser Val Phe Asn lie Val Leu lie 
115 120 125 

age tat gac cga ttc ctg tea gtc act cga get gtc tec tac agg gee 432 
Ser Tyr Asp Arg Phe Leu Ser Val Thr Arg Ala Val Ser Tyr Arg Ala 
130 135 140 



cag cag ggg gac acg aga egg gec gtt egg aag atg gca ctg gtg tgg 480 
Gin Gin Gly Asp Thr Arg Arg Ala Val Arg Lys Met Ala Leu Val Trp 
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145 150 155 160 

gtg ctg gcc ttc ctg ctg tat ggg cct gcc ate ctg agt tgg gag tac 528 
Val Leu Ala Phe Leu Leu Tyr Gly Pro Ala He Leu Ser Trp Glu Tyr 
165 170 175 

ctg tct ggt ggc agt tec ate ccc gag ggc cac tgc tat get gag ttc 576 
Leu Ser Gly Gly Ser Ser He Pro Glu Gly His Cys Tyr Ala Glu Phe 
180 185 190 

ttc tac aac tgg tac ttt etc ate acg gcc tec acc etc gag ttc ttc 624 
Phe Tyr Asn Trp Tyr Phe Leu lie Thr Ala Ser Thr Leu Glu Phe Phe 
195 200 205 

acg ccc ttc etc age gtt acc ttc ttc aac etc age ate tac ctg aac 672 
Thr Pro Phe Leu Ser Val Thr Phe Phe Asn Leu Ser He Tyr Leu Asn 
210 215 220 

ate cag agg cgc acc cgc ctt egg ctt gat ggg ggc cgt gag get ggc 720 
He Gin Arg Arg Thr Arg Leu Arg Leu Asp Gly Gly Arg Glu Ala Gly 
225 230 235 24C 

cca gaa ccc cca cca gat gcc cag ccc teg cca cct cca get ccc ccc 768 
Pro Glu Pro Pro Pro Asp Ala Gin Pro Ser Pro Pro Pro Ala Pro Pro 
245 250 255 
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age tgc tgg ggc tgc tgg cca aaa ggg cat ggc gag gec atg ccg ttg 
Ser Cys Trp Gly Cys Trp Pro Lys Gly His Gly Glu Ala Met Pro Leu 
260 265 270 

cac age tct ggc age tec tea agg ggc act gag agg cca cgc tea etc 
His Ser Ser Gly Ser Ser Ser Arg Gly Thr Glu Arg Pro Arg Ser Leu 
275 280 285 



aaa agg ggc tec aag cca tea gca tct tea gca tec ctg gag aag cgc 
Lys Arg Gly Ser Lys Pro Ser Ala Ser Ser Ala Ser Leu Glu Lys Arg 
290 295 300 



912 



atg aag atg gtg tec cag age ate acc cag cgc ttc egg ctg teg egg 
Met Lys Met Val Ser Gin Ser He Thr Gin Arg Phe Arg Leu Ser Arg 
305 310 315 320 



960 



gac aag aag gtg gee aag teg ctg gee ate ate gtg age ate ttt ggg 
Asp Lys Lys Val Ala Lys Ser Leu Ala He He Val Ser He Phe Gly 
325 330 335 



1008 



etc tgc tgg gcg ccg tac acg etc eta atg ate ate cga get get tgc 
Leu Cys Trp Ala Pro Tyr Thr Leu Leu Met He lie Arg Ala Ala Cys 
340 345 350 



1056 



cat ggc cgc tgc ate ccc gat tac tgg tac gag acg tec ttc tgg ctt 
His Gly Arg Cys He Pro Asp Tyr Trp Tyr Glu Thr Ser Phe Trp Leu 



1104 



WO 99/33978 PCT/JP98/05967 

9 /38 

355 360 365 



ctg tgg gcc aac teg gec gtc aac ccc gtc etc tac cca ctg tgc cac 1152 
Leu Trp Ala Asn Ser Ala Val Asn Pro Val Leu Tyr Pro Leu Cys His 
370 375 380 



tac age ttc cgc aga gcc ttc acc aag etc etc tgc ccc cag aag etc 1200 
Tyr Ser Phe Arg Arg Ala Phe Thr Lys Leu Leu Cys Pro Gin Lys Leu 
385 390 395 400 



aag gtc cag ccc cac ggc tec ctg gag cag tgc tgg aag 1239 
Lys Val Gin Pro His Gly Ser Leu Glu Gin Cys Trp Lys 
405 410 



<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 3 

batngecaac ctbkccttct c 21 
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<210> 4 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 4 

ccataaaagn nggggttgac 20 

<210> 5 

<211> 2700 

<212> DNA 

<213> Rattus norvegicus 

<220> 
<221> CDS 

<222> (351).. (1589) 
<400> 5 

aattcggcac gagcgggcag atcgcggggc gcactcggtt gcgcgctgag ctaggggtgc 60 
accgacgcac cgcgggcggc tggagctcgg ctttgctctc gctgcagcag ccgcgccgcc 120 
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cgccccactc cgctcagatt ccgacaccag ccccctctgg atcgccctcc tggactctag 180 

cccgggctct tgctccgacc ccgcggacca tgctccgggc gccccccgga aaaccgggct 240 

gggcgaagag ccggcaaaga ttaggctcac gagcgggggc cccacccggc cacccagctc 300 

tccgcccgtg ccctgcccgg tgtccccgag ccgtgtgagc ctgctgggcc atg gag 356 

Met Glu 
1 

cgc gcg ccg ccc gac ggg ctg atg aac gcg teg ggc act ctg gec gga 404 
Arg Ala Pro Pro Asp Gly Leu Met Asn Ala Ser Gly Thr Leu Ala Gly 
5 10 15 

gag gcg gcg get gca ggc ggg gcg cgc ggc ttc teg get gec tgg acc 452 
Glu Ala Ala Ala Ala Gly Gly Ala Arg Gly Phe Ser Ala Ala Trp Thr 
20 25 30 

get gtc ctg get gcg etc atg gcg ctg etc ate gtg gee aca gta ctg 500 
Ala Val Leu Ala Ala Leu Met Ala Leu Leu lie Val Ala Thr Val Leu 
35 40 45 50 

ggc aac gcg ctg gtc atg etc gec ttc gtg gcg gat teg age etc cgc 548 
Gly Asn Ala Leu Val Met Leu Ala Phe Val Ala Asp Ser Ser Leu Arg 
55 60 65 
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596 



644 



acc cag aac aac ttc ttt ctg etc aac etc gee ate tec gac ttc etc 
Thr Gin Asn Asn Phe Phe Leu Leu Asn Leu Ala He Ser Asp Phe Leu 
70 75 80 

gtg ggt gec ttc tgc ate cca ttg tac gta ccc tat gtg ctg acc ggc 
Val Gly Ala Phe Cys lie Pro Leu Tyr Val Pro Tyr Val Leu Thr Gly 
85 90 95 



cgt tgg acc ttc ggc egg ggc etc tgc aag ctg tgg ctg gtg gta gac 692 
Arg Trp Thr Phe Gly Arg Gly Leu Cys Lys Leu Trp Leu Val Val Asp 
100 105 110 

tac eta ctg tgt gec tec teg gtc ttc aac ate gta etc ate age tat 740 
Tyr Leu Leu Cys Ala Ser Ser Val Phe Asn He Val Leu He Ser Tyr 
115 120 125 130 

gac cga ttc ctg tea gtc act cga get gtc tec tac agg gee cag cag 788 
Asp. Arg Phe Leu Ser Val Thr Arg Ala Val Ser Tyr Arg Ala Gin Gin 
135 140 145 

ggg gac acg aga egg gee gtt egg aag atg gca ctg gtg tgg gtg ctg 836 
Gly Asp Thr Arg Arg Ala Val Arg Lys Met Ala Leu Val Trp Val Leu 
150 155 160 

gec ttc ctg ctg tat ggg cct gee ate ctg agt tgg gag tac ctg tct 884 
Ala Phe Leu Leu Tyr Gly Pro Ala lie Leu Ser Trp Glu Tyr Leu Ser 
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165 170 175 

ggt ggc agt tec ate ccc gag ggc cac tgc tat get gag ttc ttc tac 932 
Gly Gly Ser Ser He Pro Glu Gly His Cys Tyr Ala Glu Phe Phe Tyr 
180 185 190 

aac tgg tac ttt etc ate acg gec tec acc etc gag ttc ttc acg ccc 980 
Asn Trp Tyr Phe Leu lie Thr Ala Ser Thr Leu Glu Phe Phe Thr Pro 
195 200 205 210 

ttc etc age gtt acc ttc ttc aac etc age ate tac ctg aac ate cag 1028 
Phe Leu Ser Val Thr Phe Phe Asn Leu Ser lie Tyr Leu Asn He Gin 
215 220 225 

agg cgc acc cgc ctt egg ctt gat ggg ggc cgt gag get ggc cca gaa 1076 
Arg Arg Thr Arg Leu Arg Leu Asp Gly Gly Arg Glu Ala Gly Pro Glu 
230 235 240 

ccc cca cca gat gee cag ccc teg cca cct cca get ccc ccc age tgc 1124 
Pro Pro Pro Asp Ala Gin Pro Ser Pro Pro Pro Ala Pro Pro Ser Cys 
245 250 255 

tgg ggc tgc tgg cca aaa ggg cat ggc gag gec atg ccg ttg cac age 1172 
Trp Gly Cys Trp Pro Lys Gly His Gly Glu Ala Met Pro Leu His Ser 
260 265 270 
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tct ggc age tec tea agg ggc act gag agg cca cgc tea etc aaa agg 1220 

Ser Gly Ser Ser Ser Arg Gly Thr Glu Arg Pro Arg Ser Leu Lys Arg 

275 280 285 290 

ggc tec aag cca tea gca tct tea gca tec ctg gag aag cgc atg aag 1268 

Gly Ser Lys Pro Ser Ala Ser Ser Ala Ser Leu Glu Lys Arg Met Lys 

295 300 305 

atg gtg tec cag age ate ace cag cgc ttc egg ctg teg egg gac. aag 1316 

Met Val Ser Gin Ser He Thr Gin Arg Phe Arg Leu Ser Arg Asp Lys 

310 315 320 

aag gtg gee aag teg ctg gee ate ate gtg age ate ttt ggg etc tgc 1364 

Lys Val Ala Lys Ser Leu Ala He He Val Ser He Phe Gly Leu Cys 

325 330 335 

tgg gcg ccg tac acg etc eta atg ate ate cga get get tgc cat ggc 1412 

Trp Ala Pro Tyr Thr Leu Leu Met He lie Arg Ala Ala Cys His Gly 
340 345 350 

cgc tgc ate ccc gat tac tgg tac gag acg tec ttc tgg ctt ctg tgg 1460 

Arg Cys He Pro Asp Tyr Trp TyrGlu Thr Ser Phe Trp Leu Leu Trp 

355 360 365 370 

gee aac teg gee gtc aac ccc gtc etc tac cca ctg tgc cac tac age 1508 

Ala Asn Ser Ala Val Asn Pro Val Leu Tyr Pro Leu Cys His Tyr Ser 
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375 380 385 



ttc cgc aga gcc ttc acc aag etc etc tgc ccc cag aag etc aag gtc 1556 
Phe Arg Arg Ala Phe Thr Lys Leu Leu Cys Pro Gin Lys Leu Lys Val 
390 395 400 

cag ccc cac ggc tec ctg gag cag tgc tgg aag tgagcagctg ccccaccctt 1609 
Gin Pro His Gly Ser Leu Glu Gin Cys Trp Lys 
405 410 

ctgaggccag gcccttgtac ttgtttgagt gggcagcegg agcgtgggcg gggccctggt 1669 

ccatgctccg ctccaaatgc catggcggcc tcttagatca tcaaccccgc agtggggtag 1729 

catggcaggt gggecaagag ccctagttgg tggagctaga gtgtgctggt tagctctgcc 1789 

gccacattct ccttcaccac acagaagaga caatccagga gtcccaggca tgccttccac 1849 

ctacacacac acacacacac acacacacac acacaccaca gtgcagtgcc agtgatgtcc 1909 

ecttttgeat atttagtggt tggtgtcctc ectaatgeaa acctcggtgt gtgctcccgg 1969 

ctccggccct ggcaatgcgt gcgtgcgccc tgcatgtgct cacacccgcc acacacccgc 2029 

ccgccacaca cttgcaacac ctcctctctc ccagaagagc tggggacgat gccctttgct 2089 
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gccactgtct cttgcttaat cccagagcct ggctccttat cccccactct cccttcaact 2149 

ctgccccaca aagtgtcgag cgcctcggga aacttgaagc ttctctgctc cttccactct 2209 

ggatgttttc aggaagatgg aggagaagaa aacacgtctg tgaacttgat gttccttgga 2269 

tgtttaatca agagagacaa aattgccgag gagctcgggg ctggattggc aggtgtgggc 2329 

tcccacgccc tcctccctca gtgctgcagc ttccggctga gccgcgccag ctgcttctgc 2389 

ctgccccgcc cccaggcttg ggacgatggc cctgccctgc ttgccccgtc tgtacaatca 2449 

gaatttgggg gtgggtggtt atggggtaga gcggctcttc actgtgccct aaaggtcctg 2509 

aggctcacag gacagtcagc aggagagcag gcaggcccgc gacacctggg aggaatgctt 2569 

tgcctcgtcc tgtgtactca cctcaggctt ctgcatgctc tgctgccctt gtgccctggt 2629 

gtgctgcctc tgccaatgtg aaaacacaat aaagtgtatt tttttacgga aaaaaaaana 2689 

aaaaaaaaaa a 2700 



<210> 6 
<211> 29 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 6 

cgaggatccg tgaggctccg gtgcccgtc 29 

<210> 7 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 7 

cgggtaagct tcacgacacc tgaaatggaa ga 32 

<210> 8 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 8 

ccttctgcat cccattgtac gtacc 24 



<210> 9 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 9 

cttccgccgg gccttcacca a 21 

<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 10 

acagacacgg cggggctcac 20 

<210> 11 
<211> 1350 
<212> DNA 

<213> Homo sapiens 
<220> 

<221> exon 

<222> (280).. (557) 

<400> 11 

gcactcggct gcgcgttgcn tccggctgca cggtcgcacc ggcagcggct caggctccgg 60 

ctcctctccc gctgcagcag ccgcgctgcc ggccccactg ggctcggatc cggccccggc 120 

cccctcggca ccgcctgctc tggccccggc cccggccccg cggaccatgc gctgggcgcc 180 

cccaggggaa cccgacccgg ccaagggccc gcaaagacga ggctcccggg ccggggcccc 240 

tcccggccgc ccagctctcg gccggcgccc tgccccgcgt cccggagccg cgtgagcctg 300 
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cggggccatg gagcgcgcgc cgcccgacgg gccgctgaac gcttcggggg cgctggcggg 360 
cgaggcggcg gcggcgggcg gggcgcgcgg cttctcggca gcctggaccg cggtgctggc 420 
cgcgctcatg gcgctgctca tcgtggccac ggtgctgggc aacgcgctgg tcatgctcgc 480 
cttcgtggcc gactcgagcc tccgcaccca gaacaacttc ttcctgctca acctcgccat 540 
ctccgacttc ctcgtcggta aatccccagc ccctggccgc tggggaccca ggggcgccca 600 
gcgtggccgg gccagcgggg actggaacac ggacctgggt ggctcccgca ggcacacgcc 660 
ccaccagggg acccggcctg ggaagggggc gtccggagcc catggggtgg ggggcacagg 720 
cgaagttcct tgccactcag gcctcgggac aggggctggg gagagatgtc cccgggaagg 780 
gacacgggca ctgggcgagg cgcaaggcgc aaaggcagcg ggtgcagctc tggctcctgc 840 
gctgtagcca aacaaaggct gctgcggact taggacgcgc ggagggcgca gtggggcggt 900 
ttagagaagg tctgggggag gggacatgga agggggattt ttagagctgt gttgggggaa 960 
gggacggtgg ggaaggtggg ggttggggga gacgctcgga ggagcgtgct ctcacgtgtc 1020 
caggctctgc tgccggctgg ggggcggggc acgcggaggg ggctggagcg ccagacacct 1080 
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gttggggctg tgaggtgcgt ctcccagacg ctccaagccc gcttggcagt agtagtagcg 1140 

gctggcggct ggcggctgca accaagtgcc ctttcagcca ggagaaaggc tttctccttg 1200 

tctaagctga gaccgagggt tgtccagcgc cagggtaggg gctggagtcc agcgggggag 1260 

gggagaagga aattgtcttc tttcctcctt tgagggctgg gagggctgga cagaagtcca 1320 
gggaatcccg actccaggct ctcgggggtc 1350 

<210> 12 
<211> 448 
<212> DNA 

<213> Homo sapiens 
<220> 

<221> exon 

<222> (259).. (425) 

<400> 12 

gagctcccca tgcctggatc atccctcctg cccccaggcc caggggacac agatagtgct 60 
gggagctatg tgggggtgaa ggctggcggc agggcagagt ttgtggctga caccaggtgg 120 
aggggtggta agatgaggat ggctagttcc agaaaagcag ccaccatgtg accccaggtc 180 
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ccgccggtgt ctgcgcttag gtccgtctgt cccctggccc ctggctgcat ggtcccactg 240 

tggccctact ccccacaggc gccttctgca tcccactgta tgtaccctac gtgctgacag 300 

gccgctggac cttcggccgg ggcctctgca agctgtggct ggtagtggac tacctgctgt 360 

gcacctcctc tgccttcaac atcgtgctca tcagctacga ccgcttcctg tcggtcaccc 420 

gagcggtgag tcctgggctg cggagctc 448 

<210> 13 
<211> 1893 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> exon 

<222> (293).. (1209) 

<400> 13 

gagctcacag ctggtagggg gtggtaaaca ggcagcctag cagagagtga gggttcaggt 60 
tggtcccagg gagcttctga ggctctcact gagtgtggca gggcaccagt ccgggacccc 120 
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agtggggagg gttagaggaa gggaggggaa agagggaggg agggaggaca ggaggggaaa 180 
ggaggagcat tgctgctgag ggaagggccc acataggggc ccacaggcta cgggggcgca 240 
cccagcccaa tattccttcc gccccgcccc tgaccagcct gcccttctgc aggtctcata 300 
ccgggcccag cagggtgaca cgcggcgggc agtgcggaag atgctgctgg tgtgggtgct 360 
ggccttcctg ctgtacggac cagccatcct gagctgggag tacctgtccg ggggcagctc 420 
catccccgag ggccactgct atgccgagtt cttctacaac tggtacttcc tcatcacggc 480 
ttccaccctg gagttcttta cgcccttcct cagcgtcacc ttctttaacc tcagcatcta 540 
cctgaacatc cagaggcgca cccgcctccg gctggatggg gctcgagagg cagccggccc 600 
cgagccccct cccgaggccc agccctcacc acccccaccg cctggctgct ggggctgctg 660 
gcagaagggg cacggggagg ccatgccgct gcacaggtat ggggtgggtg aggcggccgt 720 
aggcgctgag gccggggagg cgaccctcgg gggtggcggt gggggcggct ccgtggcttc 780 
acccacctcc agctccggca gctcctcgag gggcactgag aggccgcgct cactcaagag 840 
gggctccaag ccatcggcgt cctcggcctc actggagaag cgcatgaaga tggtgtccca 900 
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gagcttcacc cagcgctttc ggctgtctcg ggacaggaaa gtggccaagt cgctggccgt 960 
catcgtgagc atctttgggc tctgctgggc cccatacacg ctgctgatga tcatccgggc 1020 
cgcctgccat ggccactgcg tccctgacta ctggtacgaa acctccttct ggctcctgtg 1080 
ggccaactcg gctgtcaacc ctgtcctcta ccctctgtgc caccacagct tccgccgggc 1140 
cttcaccaag ctgctctgcc cccagaagct caaaatccag ccccacagct ccctggagca 1200 
ctgctggaag tgagtggccc accagagcct ccctcagcca cgcctctctc agcccaggtc 1260 
tcctgggcat ctggccctgc tgccccctac ccggctcgtt cccccagggg tgagccccgc 1320 
cgtgtctgtg gccctctctt aatgccacgg cagccaccct. gccatggagg cgccttcctg 1380 
ggttggccag agggcccctc actggctgga ctggaggctg ggtggccggc cctgcccccc 1440 
acattctggc tccaccggga gggacagtct ggaggtccca gacatgctgc ccaccccctg 1500 
ctggtgccca cccttcgcag ttactggttg gtgttcttcc caaagcaagc acctgggtgt 1560 
gctccaggct tcctgcccta gcagtttgcc tctgcacgtg cacacacctg cacacccctg 1620 
cacacacctg cacaccgtcc ctctccccgg acaagcccag gacactgcct ttgctgcctt 1680 
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ctgtctcttg cataagcctc aggcctggcc ctttcacccc tcttcccacc aactctctct 1740 

gcccccaaaa gtgtcaaggg gccctaggaa cctcgaagct gttctctgct tttccattct 1800 

gggtgttttc agaaagatga agaagaaaac atgtctgtga acttgatgtt cctgggatgt 1860 

ttaatcaaga gagacaaaat tgctgaggag etc 1893 

<210> 14 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 14 

tgaaegctte gggggcgctg 20 

<210> 15 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 15 

gagatggcga ggttgagcag g 21 

<210> 16 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 16 

ggctccaagc catcggcgtc 20 

<210> 17 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 
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<400> 17 

ctcacttcca gcagtgctcc 20 

<210> 18 

<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 18 

gcctccgcac ccagaacaac 20 

<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 19 
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tgcgcctctg gatgttcag 

<210> 20 
<211> 453 
<212> PRT 
<213> Homo sapiens 

<400> 20 

Met Glu Arg Ala Pro Pro Asp Gly Pro Leu Asn Ala Ser Gly Ala Leu 
1 5 10 15 

Ala Gly Glu Ala Ala Ala Ala Gly Gly Ala Arg Gly Phe Ser Ala Ala 
20 25 30 

Trp Thr Ala Val Leu Ala Ala Leu Met Ala Leu Leu He Val Ala Thr 
35 40 45 

Val Leu Gly Asn Ala Leu Val Met Leu Ala Phe Val Ala Asp Ser Ser 
50 55 -60 

Leu Arg Thr Gin Asn Asn Phe Phe Leu Leu Asn Leu Ala lie Ser Asp 
65 70 75 80 

Phe Leu Val Gly Ala Phe Cys lie Pro Leu Tyr Val Pro Tyr Val Leu 
85 90 95 
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Thr Gly Arg Trp Thr Phe Gly Arg Gly Leu Cys Lys Leu Trp Leu Val 
100 105 HO 

Val Asp Tyr Leu Leu Cys Thr Ser Ser Ala Phe Asn He Val Leu He 
115 120 125 

Ser Tyr Asp Arg Phe Leu Ser Val Thr Arg Ala Val Ser Tyr Arg Ala 
130 135 140 

Gin Gin Gly Asp Thr Arg Arg Ala Val Arg Lys Met Leu Leu Val Trp 
145 150 155 160 

Val Leu Ala Phe Leu Leu Tyr Gly Pro Ala He Leu Ser Trp Glu Tyr 
165 170 175 

Leu Ser Gly Gly Ser Ser He Pro Glu Gly His Cys Tyr Ala Glu Phe 
180 185 190 

Phe Tyr Asn Trp Tyr Phe Leu He Thr Ala Ser Thr Leu Glu Phe Phe 
195 200 205 

Thr Pro Phe Leu Ser Val Thr Phe Phe Asn Leu Ser He Tyr Leu Asn 
210 215 220 

He Gin Arg Arg Thr Arg Leu Arg Leu Asp Gly Ala Arg Glu Ala Ala 
225 230 235 240 
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Gly Pro Glu Pro Pro Pro Glu Ala Gin Pro Ser Pro Pro Pro Pro Pro 
245 250 255 

Gly Cys Trp Gly Cys Trp Gin Lys Gly His Gly Glu Ala Met Pro Leu 
260 265 270 

His Arg Tyr Gly Val Gly Glu Ala Ala Val Gly Ala Glu Ala Gly Glu 
275 280 285 

Ala Thr Leu Gly Gly Gly Gly Gly Gly Gly Ser Val Ala Ser Pro Thr 
290 295 300 

Ser Ser Ser Gly Ser Ser Ser Arg Gly Thr Glu Arg Pro Arg Ser Leu 
305 310 315 320 

Lys Arg Gly Ser Lys Pro Ser Ala Ser Ser Ala Ser Leu Glu Lys Arg 
325 330 335 

Met Lys Met Val Ser Gin Ser Phe Thr Gin Arg Phe Arg Leu Ser Arg 
340 345 350 

Asp Arg Lys Val Ala Lys Ser Leu Ala Val He Val Ser He Phe Gly 
355 360 365 

Leu Cys Trp Ala Pro Tyr Thr Leu Leu Met lie He Arg Ala Ala Cys 
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370 375 380 

His Gly His Cys Val Pro Asp Tyr Trp Tyr Glu Thr Ser Phe Trp Leu 
385 390 395 400 

Leu Trp Ala Asn Ser Ala Val Asn Pro Val Leu Tyr Pro Leu Cys His 
405 410 415 

His Ser Phe Arg Arg Ala Phe Thr Lys Leu Leu Cys Pro Gin Lys Leu 
420 425 430 

Lys lie Gin Pro His Ser Ser Leu Glu His Cys Trp Lys Lys Met Lys 
435 440 445 

Lys Lys Thr Cys Leu 
450 

<210> 21 
<211> 2050 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 

<222> (271).. (1629) 
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<400> 21 

agagatgtag ggcgcccctt ttagctgcgc acagaacgaa agaactcgtt ttttctttaa 60 

gtgagtgtgc ttgggtgacg cttagggcgc cctccgcagt gcgcgcagga aagcgcactg 120 

aggctgcgga ggcagagctg catgctgggt gcgggaagag gtgggctccg tcgcggagtc 180 

gctgagtccg tgccctttta gttagttctg cagtctagta tggtccccat ttgcccttcc 240 

actcccggag ccgcgtgagc ctgcggggcc atg gag cgc gcg ccg ccc gac ggg 294 

Met Glu Arg Ala Pro Pro Asp Gly 
1 5 

ccg ctg aac get teg ggg gcg ctg gcg ggc gag gcg gcg gcg gcg ggc 342 
Pro Leu Asn Ala Ser Giy Ala Leu Ala Gly Glu Ala Ala Ala Ala Gly 
10 15 20 

ggg gcg cgc ggc ttc teg gca gec tgg acc gcg gtg ctg gec gcg etc 390 
Gly Ala Arg Gly Phe Ser Ala Ala Trp Thr Ala Val Leu Ala Ala Leu 
25 30 35 40 

atg gcg ctg etc ate gtg gec acg gtg ctg ggc aac gcg ctg gtc atg 438 
Met Ala Leu Leu He Val Ala Thr Val Leu Gly Asn Ala Leu Val Met 
45 50 55 

etc gec ttc gtg gee gac teg age etc cgc acc cag aac aac ttc ttc 486 
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Leu Ala Phe Val Ala Asp Ser Ser Leu Arg Thr Gin Asn Asn Phe Phe 
60 65 70 

ctg etc aac etc gec ate tec gac ttc etc gtc ggc gec ttc tgc ate 534 
Leu Leu Asn Leu Ala lie Ser Asp Phe Leu Val Gly Ala Phe Cys He 
75 80 85 

cca ctg tat gta ccc tac gtg ctg aca ggc cgc tgg acc ttc ggc egg 582 
Pro Leu Tyr Val Pro Tyr Val Leu Thr Gly Arg Trp Thr Phe Gly Arg 
90 95 100 

ggc etc tgc aag ctg tgg ctg gta gtg gac tac ctg ctg tgc acc tec 630 
Gly Leu Cys Lys Leu Trp Leu Val Val Asp Tyr Leu Leu Cys Thr Ser 
105 110 115 120 

tct gec ttc aac ate gtg etc ate age tac gac cgc ttc ctg teg gtc 678 
Ser Ala Phe Asn He Val Leu He Ser Tyr Asp Arg Phe Leu Ser Val 
125 130 135 

acc cga gcg gtc tea tac egg gee cag cag ggt gac acg egg egg gca 726 
Thr Arg Ala Val Ser Tyr Arg Ala Gin Gin Gly Asp Thr Arg Arg Ala 
140 145 150 

gtg egg aag atg ctg ctg gtg tgg gtg ctg gec ttc ctg ctg tac gga 774 
Val Arg Lys Met Leu Leu Val Trp Val Leu Ala Phe Leu Leu Tyr Gly 
155 160 165 
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cca gcc ate ctg age tgg gag tac ctg tec ggg ggc age tec ate ccc 822 
Pro Ala He Leu Ser Trp Glu Tyr Leu Ser Gly Gly Ser Ser He Pro 
170 175 180 

gag ggc cac tgc tat gcc gag ttc ttc tac aac tgg tac ttc etc ate 870 
Glu Gly His Cys Tyr Ala Glu Phe Phe Tyr Asn Trp Tyr Phe Leu He 
185 190 195 . 200 

acg get tec ace ctg gag ttc ttt acg ccc ttc etc age gtc ace ttc 918 
Thr Ala Ser Thr Leu Glu Phe Phe Thr Pro Phe Leu Ser Val Thr Phe 
205 210 215 

ttt aac etc age ate tac ctg aac ate cag agg cgc ace cgc etc egg 966 
Phe Asn Leu Ser He Tyr Leu Asn He Gin Arg Arg Thr Arg Leu Arg 
220 225 230 

ctg gat ggg get cga gag gca gcc ggc ccc gag ccc cct ccc gag gcc 1014 
Leu Asp Gly Ala Arg Glu Ala Ala Gly Pro Glu Pro Pro Pro Glu Ala 
235 240 245 

cag ccc tea cca ccc cca ccg cct ggc tgc tgg ggc tgc tgg cag aag 1062 
Gin Pro Ser Pro Pro Pro Pro Pro Gly Cys Trp Gly Cys Trp Gin Lys 
250 255 260 

ggg cac ggg gag gcc atg ccg ctg cac agg tat ggg gtg ggt gag gcg 1110 
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Gly His Gly Glu Ala Met Pro Leu His Arg Tyr Gly Val Gly Glu Ala 
265 270 275 280 

gcc gta ggc get gag gec ggg gag gcg acc etc ggg ggt ggc ggt ggg 1158 
Ala Val Gly Ala Glu Ala Gly Glu Ala Thr Leu Gly Gly Gly Gly Gly 
285 290 295 

ggc ggc tec gtg get tea ccc acc tec age tec ggc age tec teg agg 1206 
Gly Gly Ser Val Ala Ser Pro Thr Ser Ser Ser Gly Ser Ser Ser Arg 
300 305 310 

ggc act gag agg ccg cgc tea etc aag agg ggc tec aag ccg teg gcg 1254 
Gly Thr Glu Arg Pro Arg Ser Leu Lys Arg Gly Ser Lys Pro Ser Ala 
315 320 325 

tec teg gcc teg ctg gag aag cgc atg aag atg gtg tec cag age ttc 1302 
Ser Ser Ala Ser Leu Glu Lys Arg Met Lys Met Val Ser Gin Ser Phe 
330 335 340 

acc cag cgc ttt egg ctg tct egg gac agg aaa gtg gcc aag teg ctg 1350 
Thr Gin Arg Phe Arg Leu Ser Arg Asp Arg Lys Val Ala Lys Ser Leu 
345 350 355 360 

gcc gtc ate gtg age ate ttt ggg etc tgc tgg gcc cca tac acg ctg 1398 
Ala Val lie Val Ser He Phe Gly Leu Cys Trp Ala Pro Tyr Thr Leu 
365 370 375 
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ctg atg ate ate egg gec gee tgc cat ggc cac tgc gtc cct gac tac 1446 
Leu Met He He Arg Ala Ala Cys His Gly His Cys Val Pro Asp Tyr 
380 385 390 

tgg tac gaa acc tec ttc tgg etc ctg tgg gec aac teg get gtc aac 1494 
Trp Tyr Glu Thr Ser Phe Trp Leu Leu Trp Ala Asn Ser Ala Val Asn 
395 400 405 

cct gtc etc tac cct ctg tgc cac cac age ttc cgc egg gee ttc acc 1542 
Pro Val Leu Tyr Pro Leu Cys His His Ser Phe Arg Arg Ala Phe Thr 
410 415 420 

aag ctg etc tgc ccc cag aag etc aaa ate cag ccc cac age tec ctg 1590 
Lys Leu Leu Cys Pro Gin Lys Leu Lys He Gin Pro His Ser Ser Leu 
425 430 435 440 

gag cac tgc tgg aaa aag atg aag aag aaa aca tgt ctg tgaacttgat 1639 
Glu His Cys Trp Lys Lys Met Lys Lys Lys Thr Cys Leu 
445 450 

gttcctggga tgtttaatca agagagacaa aattgetgag gagctcaggg ctggattggc 1699 

aggtgtgggc tcccacgccc tcctccctcc gctaaggctt ccggctgagc tgtgccagct 1759 

gcttctgccc accccgcctc tgggctcaca ccagccctgg tggccaagcc tgccccggcc 1819 
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actctgtttg ctcacccagg acctctgggg gttgttggga ggagggggcc cggctgggcc 1879 

cgagggtccc aaggcgtgca ggggcggtcc agaggaggtg cccgggcagg ggccgcttcg 1939 

ccatgtgctg tgcacccgtg ccacgcgctc tgcatgctcc tctgcctgtg cccgctgcgc 1999 

tgccctgcaa accgtgaggt cacaataaag tgtatttttt tattggtgct g 2050 

<210> 22 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 22 

tgcatcccat tgtacgtncc 20 

<210> 23 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 23 

atcattagga gcgtgtangg 20 

<210> 24 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<400> 24 

tgctctggga caccatcttc 20 
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